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DATA EVALUATION RECORD - SUPPLEMENT
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00131089. This supplement provides an Executive
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STUDY TYPE: Carcinogenicity - [mice. feeding] OPPTS 870.4200b [§83-2b]: OECD 451.

PC CODE: 121601 DP BARCODE: 306534
SUBMISSION NO.: 336536

TEST MATERIAL (PURITY): MON-097 (Acctochlor tech., 94.5% w.i.)

SYNONYMS: 2-chloro-N-(ethoxymethyl)-N-(2-cthvl-6-methylphenylacetamide
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SPONSOR:  Monsanto Agricultural Products Company. St. Louis, MO

EXECUTIVE SUMMARY: In an oral carcinogenicity study (MRID 00131089). MON-097
(acctochlor wech., 94.5% a.i., lot #NBP 1737874) was administered to 50 Swiss-bred CD-1 albino
mice/sex/dos2 in the diet for 23 months at dose levels of 0. 500, 1500 or 5000 ppm (equivalent to
an estimated average daily intake of 0, 75. 225 or 750 mg/kg bw/day; calculated using a dietary
ppm-to-me/h g/day conversion factor of 0.15 tor mices. Additional groups of 10 mice/sex/dose
were administered the same diets for 12 months and sacrificed for a one-year interim cvaluation.
Pathology Working Group OPWG) Peer Review histopathologic reevaluations were later
conducted on several tissues (histiocytic sarcoma. females, MRID 44496204: liver. VIRID
44496205 lung, MRID 44496206; kidney. MRID 45367403).

Survival i rades at termination (control o high dose. respectively) was 60%, 50%. S0% and
26%. with ducreases at S000 ppm observed beginning at one year. In females, survival was
reduced during the last months of the study at 5000 ppm and to a lesser extent at 1500 ppm
(62%. 504, 349% and 26% at termination). At 500 ppm and above, statistically significantly
increased ab~olute/relative kidney weights were observed in males at the interim and terminal
sacritices (at 23 months, abs/rel wi. was increased +39.5%/4+39. 1%, +42.1%/+45.3%. and
+14.5% /4 38.9% above controls, fow (o high dose). Statistically significantly increased mean
abs/rel liver welghts were observed at all dose levels in males at interim and terminal sacrifice {at
23 months. ~29.5%/+28.5, +23.59%/+23.7 and +55.6%/+9 1 .4% above controls, low 1o high dose,
respectively ., with females showing significant increases only at the interim sacrifice time
{abs/rel wi +11.5%%/+13.9%, +24.6%/+23.5% and +1 7.8%/+45.3%). (In the absence of
correlated microscopic/clinical chemistry findings, liver and kidney organ weight changes at low
and mid dos.: were not used to establish a LOAEL; increased liver weights at terminal sacrifice in
the high dos: group may have reflected. in part, the presence of tumors). At 1500 ppm in males,
slight effects on mean body weights (-4.7% and -6.5% below controls zt 53 and 79 weeks.
p<0.05 but rot significant at termination) and slightly increased incidence of interstitial nephritis
tfrom control o high dose, 50%, 58.3%. 70% and 83.3%) were observed. In females, abs/rel
thyroid plus parathyroid weights were increased (+29%/+39% and a1 5000 ppm +43%/68%). At
5000 ppm (HDT), mean body weights were significantly reduced in both males and females
throughout the study (up to about 20% by study termination), and females showed xignificant
decreases in RBC count (-21% below controls), Hgb (-22.5%) and Hct (-23%); relative thyroid
welght in males was increased by +319%: and at 23 months, the incidence of interstitial nephritis
was also statistically significantly increased in females (control to high dose 51.6%. 55%, 51.6%
and 76.3% temales). A significantly increased incidence of retinal degeneration was seen in
females tcontrol 1o high dose 2/60, 3/60, 1/60 and 8/59). There were no treatment-related effects
observed on chinical signs of toxicity, food consumption/teed efficiency, nor in clinical chemistry
or urinalys~i- parameters. The systemic toxicity LOAEL. is 1500 ppm (225 mg/kg/day), based
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on slightly reduced mean decreased body weight and increased incidence of interstitial
nephritis in males and increased mortality and abs/rel thyroid plus parathyroid weights in
females. The systemic toxicity NOAEL is 500 ppm (75 mg/kg/day).

Dosing was considered adequate, based on reduced survival in females and slightly reduced body
weights and increased interstitial nephritis in males at 1500 ppm. Toxicity at 5000 ppm was
considered excessive in both sexes based on pronounced effects (sharply reduced survival,
anemia, reduced body weight in both sexes and renal toxicity) and tumors observed at that dose
were not considered as part of the weight-of-the-cvidence, In the original review (using the
original study pathology data), the following tumor types were considered to show dose-related
increases inincidence: (1) liver - carcinoma of the liver in males, with incidence from control to
high dose, of 10%. 11.9%. 16.7% and 37.3% (6/60. 7/59. 10/60 and 22/59) and in females of
1.7, 0% . 0 and 6.9% (1/60, 0/60. 0/60 and 4/58); combined adenoma and carcinoma of the
liver in males 23.3%, 18.6%, 31.7% and 49.1%. (14/60, 11/59, 19/60 and 29/59) and females 5%.
0%, 0% and 13.8% (3/60. /60, 0/60 and 8/58); (2) lung - in females, alveolar/bronchiolar
adenoma > 3%, 10%., 13.3% and 6.8% (2/60, 0/60, 0/60 and 4/58). carcinoma 0%. 8.3%. 5% and
I1.9% (0/60). 5/60, 3/60 and 7/59) and combined adenoma and carcinoma 3.3%, 18.3%, 18.3%
and 18.6% (2/60, 11/60, 11/60 and 11/39). with males not showing an increase with dose; (3)
histiocytic surcoma (in the werus) - 0%. 10.5%, 10% and 8.5% (0/59, 6/57, 6/60 and 5/59);.(4)
kidney - renal adenoma 0%, 0%, 0% and 5.1% (0/60 all except 3/59 high dose); and (5) ovaries -
henign tumors (combined adenoma, granulosa cell tumor and luteoma) 0%, 0%, 8.3% and 5.2%
((/59, 0/60)., /60 and 3/58). The relationship of tumors to treatment was reevaluated in the fourth
cancer peer review of acetochlor (HED TXR# 0052727, 8/4/05) using HED statistical analyses of
PWG findinzs (ovarian tumors were evaluated using original study data). Of the turnors
evaluated. wnly the lung tumors and histioeytic sarcoma in females were considered 1o show a
dose-related icrease; liver, kidney and ovarian tumors were not considered to be related 1o
treatment. Ircidence (control to high dose, respectively) as analyzed by HED was as follows: (1)
lung alveclur/bronchiolar tumors. females: adenomas 2%. 17%, 22% and 23% (1/43. 7142, 9/40)
and /310 carcmomas 0%, 9%, 2% and 18% (0/43, 4/43, 1/40 and 6/33); and combined
ncidence 2o, 23%, 25%, 33% (1/43, 10/43, 10/40 and 11/33: significant positive trend seen at
all doses. parwise significance seen for atl groups except carcinomas at 1500 ppm); (2)
histiocytic sarcoma (females): 0%. 7%, 15% and 15% (0/47, 3/44. 7/47 and 6/41; pairwise
compansons significant at all doses). Iis noted that the PWG reviews themselves concluded
(hat none - he tumors were treatment-related.

This carcinagenicity study in the mice is classified as Acceptable (guideline) and satisties the
guideline recuirement for a carcinogenicity study [OPPTS 870.4200: OECD 451 ] in mice.
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